It has been reported that chlorpromazine and desiprannine , a major tranquilizer and antidepressant, respectively, exert anti-inflammatory activity in animals (1, 2) and that chlormezanone, a minor tranquilizer, has a more potent analgesic activity than aspirin (3). Vane leas proposed that the pharmacodynamic activities of non-steroidal anti-in llammatory drugs are attributable to inhibition of prostaglandin (PG) biosynthesis (4) and many workers have confirmed that non-steroidal anti-inflammatory drugs possess the ability to inhibit PG biosynthesis (5-7). Recently, certain psychotropic drugs have been shown to inhibit PG biosynthesis in ritro (8, 9 ). In the light of these results, it is of interest to consider whether the inhibition of PG biosynthesis by psychotropic drugs is related to the anti-inflammatory and analgesic activities of these agents. We investigated the inhibition of PG synthetase system in the rabbit renal medulla (rabbit PSS) using chlormezanone, hydroxyzine, diazepam, chlorpromazine and desipramine , as representatives of minor or major tranquilizers and antidepressants.
Enzymatic activity was assayed in the following incubation mixture at 37 C for 30 min: As shown in Table 1 , diazepam was the most potent inhibitor of psychotropic drugs tested, followed in decreasing order by chlorpromazine, hydroxyzine and desipramine.
The inhibitory potencies of these drugs against PGE biosynthesis were similar to those against PGE., biosynthesis.
The inhibitory potencies of hydroxyzine and desipramine were of the same order as aspirin. These four psychotropic drugs were much less potent than indome thacin, a potent anti-inflammatory drug.
No clear-cut relationship was found among inhibitory potencies of minor and major tranquilizers and the antidepressant against the rabbit PSS. Since chlormezanone showed no inhibition of PG biosynthesis, its analgesic activity reported previously (3) may he induced by a secondary response to suppression of the central nervous system rather than by its PG synthetase inhibition.
In the present study, diazepam was the most potent inhibitor of psychotropic drugs despite the lack of anti-inflammatory and analgesic activities (I I ). In addition, hydroxyzine which has ap preciable analgesic activity but not anti-inflammatory activity (12) , possessed only a weak ability to inhibit PG biosynthesis. From these results, it is conceivable that the anti-in flammatory activity shown by chlorpromazine and desipramine (1, 2) may be mainly induced by suppression of the central nervous system even if PG synthetase inhibition by both drugs may to some extent participate in the anti-inflammatory activity.
The inhibition of PG biosynthesis by the psychotropic drugs tested herein is apparently weak with little relation to the anti-inflammatory and analgesic activities.
